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L E T T E R  T O  T H E  E D I T O R
Things are not always what they seem: From Cornelia de 
Lange to KBG phenotype in a girl with genetic variants in 
NIPBL and ANKRD11
Dear	Editor,
The	 diagnosis	 success	 rates	 for	 developmental	 disorders	







chromatinopathies	 Cornelia	 de	 Lange	 syndrome	 (CdLS,	
OMIM#122470)	 and	 KBG	 syndrome	 (KBGS,	 OMIM	
#148050),	 with	 overlapping	 phenotypes	 that	 may	 evolve	
over	time	(Parenti	et	al.,	2021).	Here,	we	present	a	chal-




couple,	 born	 at	 37  weeks	 of	 gestation	 after	 an	 unevent-
ful	 pregnancy.	 Birth	 length	 (47.2  cm,	 −0.55	 SD),	 body	
weight	 (2.680  kg,	 −0.52	 SD),	 and	 head	 circumference	
(34  cm,	 0.26	 SD)	 were	 all	 normal.	 She	 was	 referred	 to	
our	 hospital	 at	 the	 age	 of	 3  years	 because	 of	 facial	 dys-




ophrys	 (HP:0000664),	 thick	 eyebrows	 (HP:0000574),	
concave	 nasal	 ridge	 (HP:0011120),	 downturned	 cor-
ners	 of	 mouth	 (HP:0002714),	 global	 developmental	
delay	 (HP:0001263),	 small	 hands	 (HP:0200055)	 and	 feet	
(HP:0001773),	short	fifth	finger	(HP:0009237),	and	hirsut-
ism	(HP:0001007)(Kline	et	al.,	2018).	At	that	time,	molec-
ular	 diagnosis	 was	 performed	 by	 sequencing	 the	 NIPBL	
gene	 and	 a	 potential	 disease-	causing	 variant	 was	 identi-
fied	 [NIPBL:NM_133433.3:c.7553A>G,	 p.(Asp2518Gly)].	




revealed	 that	 the	patient's	mother	 (II.4),	one	aunt	 (II.2),	
and	one	uncle	(II.1)	carried	the	variant.	The	mother	(II.4)	
was	 clinically	 evaluated	 and	 dysmorphic	 facial	 features	








However,	 clinical	 follow-	up	 of	 the	 proband	 revealed	
an	evolution	from	CdLS	to	KBGS	features.	At	the	age	of	
six,	the	patient	showed	an	evident	KBGS	gestalt	with	mac-
rodontia	 (HP:0001572),	 triangular	 face	 (HP:0000325),	 or	







ing	 ANKRD11,	 in	 which	 a	 pathogenic	 nonsense	 variant	
was	 identified	 [ANKRD11:NM_001256183.1:c.2512C>T,	
p.(Arg838*)]	 (Figure	 1d).	 This	 variant	 was	 maternally	






of	 the	 existing	 limitations	 is	 shown	 here,	 reinforcing	 the	
relevance	 of	 the	 implementation	 of	 protocols	 for	 peri-
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ment,	 clinical	 evaluation,	 and	 clinical	 score	 calculation;	
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The	 employed	 procedure	 was	 reviewed	 and	 approved	
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